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(57) Abstract 

A DNA expressed in mesangial cells at a high frequency; and a protein (Meg-3) encoded by this DNA. These substances are useful 
in identifying mesangial cells and detecting abnormalities, etc. in mesangial cells. Moreover, it is expected that the functions of mesangial 
cells will be disclosed on the basis of the fimction of the above protein and thus pathogenesis of diseases relating to mesangial cells will be 
clarified. Also, above substances are expected as being applicable to the treatment and diagnosis of diseases relating to mesangial cells, 
etc. 
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A*fflflSlCt^^MbTVi75:Vi (Miyata T. et al.. Immune logy(l 989) ; 67: 531-533; 
Miyata T. et al., Immunology (1990) : 69: 391-395)c ^Tz. }f^^>^^Am9^ 
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bTp<^->>^#'g-bTVi^ (J.Clin. Invest, 1998 Aug 15, 120:4, 828-36)o 

BM^t. :i(D>^^zy>thmmizmu-orcmm^m'Dmmu^y/'^'^mzmr^o 

•#J(7)cDNA ^-r:/^U-^f^J^Kb/^c„^UT;i(Z)cDNA V —iZ^^tl^^ 

mmt^m-r^^tiz^^x. ^^-^y^oi^mmx^mmz^mLxi^^^^u- 

^ □->0^:^SgH^iJ(3768bp) ^^^UT^^^BJ^^^UfCo S(I Kozak OMm 

m^^^vTzo nom^r^ymm^i^m-D^^mMiz^^^y/^^m^^ ^^^m 

3 (Meg-3) bfco k h • p< 3 © cDNA ©*gS@B^J^gS^J#-^ : 

1 {c, t: h • 3 (Dm^r 2. ymmm^mm^- 2 tc^ufcio @h^j#^ : 
1 iz^-r^mmmizMvxmm^'^^-^M&mmt. sb^j#-^ : 1 (d 3* 

3 0 0~5 0 0^S{C^LT9 0 %i^A±(Z)Jj^^:nv-^jt-3 EST ^mm-^tltzm 
:i<DT^ y^SH^iJtC-QViT, SwissProt ■x— ^a:— x<D7^ 7 ^gH^J^:Ji^^:D 
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;0^'^)^^T 5 0 0#@!iAl^cDM^(:i43t/iT, proline rich protein chPf^ftl^^ 

<o:)i^>/^'^m^^<MrzT^ymmm-fy^M.m-^nrco mz6 2 i#g~7o i 
mmizm^s ir^ymf^m^^^u^mmt. ynu>ic'^^ (27. 2%), s 

H3(Src homology 3) F ^ ^t^r^g-^f § prol ine rich^^^F (PR^^'^f^H) 

(DT^/ ^ss^ij (xPxxPPPFxP) {zmuT^T ^ y mmn cxpespppaxp) ^2^mizm 

rc -7 7 ^ u -u E(Dmmp^iy^^-r)VB.mmn(D sh3 vy-i >{3ig'&-Tr^ § Rjtgtt, 

3 f)^ y ^-TJi^^m izm-^-r ^ ^n^^:^^^^ ^i^z.t -/j^mm $ n ^ » :i ©mj^® ftu ( n 
i~5 5 o#@©T5y^) Til. wizmm^(DM\^^y^ymmm^M. 

Vie :^mMit:in'b(DmM.izm-^^\^^T^m-^nrz^(D-v^^o 
■rut)t>. :$^mmitm^mzit&:r(Di^>/^^m. dna, Mo^i::^ne.cDffl^f:: 
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[3] CI) lcSB«c®^>/1^M^:3- HT§ DNAo 

C 5 ] : 1 DNA <h7; h U > vni > h:^cj:^frTTV\-r 

=b 1 5 ^ ^ l/^r^" H DNAo 
C73 C4] lrfB«(D DNA =bb<«^©-gPlCMT'&T>5^'fe>XDNAo 

C9D C3L C4]. 43 J; O^' C5] (DViTn/^^tCBEmO) DNA ^%^pJtg{C'^J#-r-5 

CIO] C9] \zum(DmmmmMm.^'^mL'. cs], C4], *5j;tKC5] m^r 

CI 1] C63 ODNA ^^t;^+f->^'^Am(7)^mfflSS^ 

C13] @a^ij#^: 2(Dr^jmMmfi^^m^-^nrz7^jmum^n-z)'^yn 
'^no^—^^mwct^ C12] ®jt:#:o 

C14] ^Wifi"^^ CI 3] (D^#:o 

CI 5] CI 3] SfcH CI 43 (DVi-rn7j>^{cfS«©trL#:<Ji C23 CD^>A°^S> 

C163 C12]~C14] ©Vi-rn:^^tCH3«!cCDtn;#:^^ty. ^^y^^2^m^(D 
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mmmm^mf^'t^rzib\Z:^mm^it. ^-r:/^'J-(3'-directe 
d cDNA library) ^fflV^^Co :i©:^&{Cd; ^3 , cDNA (7);^^$ }3ctoT&:&$n'5) 

ltJ 200~300bp (7)@H^J-t^— ^5^(1, jie^(Z)#m=&BJ ^J?>^t-t"^©(C 
^:9'Tfe-5(Yasuda Y. ,Miyata T. et al., Kidney Int, 1998 Jan, 53:1, 154-8)o 

:^^m(D\ih • ^^-3^U-\^-r^mkU. p^it^^r^Aia^^?) mRNA 
miyfcWiM^oyyjmiz^^-mM cDNA iz^m-r^ zt\z^r)^i^:^:itt^x^^^. 
mRNAcDpM(i^T->>'>< V^:t'>y^— h-J^'fb-fe'>'i7A^[Chirwin, et al. 
Biochemistry 18, 5294 (1979)]. "r^^zy^)-^^^ U7-^W^T\Z^Mm^ 
^MS. y :iuy—)V^m^ffUo:^i^ [Berger&Blrkenmeier, Biochemistry 18, 
5143 (1979)] Ua^m^^^Z-tt^X^^o ^RNA/i^^(Dpoly(A)*RNA(DiiM« 
^U:3'(dT)$:M'&bfcffi#: m^it-^zy rn-T.. ^JlU-X'^^^y 

m) ^m^^tzyy 4 -^u-^ h ^yy -ud'^m^^xnt^o :itf}^T^ 
So n^nr^vMk^mmtVT. z'miz$>^Doiy(k)mizmmmu^vzim). 

U n'pl ^ Ix^^ H ^ y V- ^ bTj^S^^llTmaf -5 :i i: {Cck o T cDNA 
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(1st Strand) ^t#^;ii7:>^^-r#^o mK^ik t^tiiZ^mmj: cDM t^mf^-^tl^ 
/\^y^V y \^(DrmA^E. Coli Mase E-C^^mzmWrl^. ^tl^'^^^ t 
LXE. Coli DNA polymerase I iZ^Ki cDNA(2nd strand) Ti^^-^JiK^n^o fiHW 
\ZE. Coli DNA Ligase-rMJi-r^:i<^iiCJ:U,^2^iIcDNA^#^^<i:7&^'-e^^c 

^^2^ po 1 y (A) +RNA ^ ^ff^ L T RT-PCR fit3cl;D^^n--> ^'"T § ^ <h rJ 

mScDNA ^-r y*'^U-^7;i7 U-::i>^L, g W-hf^ cDNA 
-SCifeT^-So ^inbCD^^^^dct 0#bnfc3ie^(D4'75^ 

miZ^D cDNA ©gi#;0^^RJtgTa5^o 
$)^Vi«>p<^^- 3©7jstP^(D cDNA ^OT(Dct-5;^ci:¥r*twJ:-DT^I|-r^:i 

xm^^. cDNA ^-1* >'*'^U — ^nn-— yN-r:7'uy-rif— >-^7°^— ^'/N-r 

^ cDNA ^#ii-r^:ia:/0^T^'5o cDNA ^-T "/^ U — «^ -^^X. ^^yh(DmM 
•^>m*^1t>^'^Am#^^e>JftffiL7tmRNA ^^Mi:LT-a-^T-5^<i:7J)^^-r# 

2^^B^iCck^t: h • 3CD cDNA 

yu-AomWz^^ i^x.^'-u-^^ fy°y-C^-^mmL. ;iti^fijfflb7t pc 
#^;i<h;^^^"e#-§>o 5^yi7^-r >''^u-«^ ^cch^t^t h b u >/^^^^^?> 

yyA^mmL. SauS T^^^-fi^tC^frUfcDNA ^:7T->?^^J7^-Ta5§ EMBL3 
{cm^jAtf Alette J; D-&fig-r^^.^;^^'^#-5> (Blood, vol 83, No 11, 1994: pp 
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3i26-3i3i)o ;i©J:^;^j:yV a>7^^-r:/5U-{3'3ViT, :7°^-^/N-r :7'U ^ 
-r-tf-x3>fe (irlfflllSX^^l^yn h3-;i/. 5f?r4a. pp79-92. mm) ^ffx. 

3cDNA©^-'7°>U-T-V >^7 1/-A^T©MM (2202bp), S cDNA g^^Ji" 

^y^-r-s'-.hbTt: hyyADNA ^pcR}4^fflUTJ^'|ii-r'g>c<h{cj;ot#?)n 

bTfe. ti hi§^^+)->^'>AmS5femRNA. =b b < «t h mRNA (Clontec 
h^hiO^A) ^^^^:bT, 5' RACE ^ (5' -Full RACE Core Set (SSit (^) 

:*:^B^®it^g^^^> ■^!lx.ti3iNX3j^T^y-f H?* [Mattencci, M.D. &Caruthers, 
M. H. J. Am. Chem. Soc. 103, 31 85 (1981) >J^X ^ T^T h • h U XX^;i/j* [H 
unkapiller, M. et al. Nature 310. 105 (1984)] m(DmM(Dit^^0Z^m^^^ 

7^/ mmm n - h r ^ ^Aj:m\ztk^Lrzh(D^m\^^xn^nrz^> 

wr-siso^ 't^x:^mn\z^'^n^<. ^tc. m^mn-. 2\z^-^n^7^ym 
un^K:r.mz^'^hrz^>n^n\t..:^^m<D^yn^n<omwi^^-t^mKi. 
t^x^mmz^^n^. 

"torn. :^mM(Di^>/^^mzi-^. m^m^: 2izmm(DT^ym$is,n. ^tz 
\^:in^T2./mmm\z^^^xi^L<\-^mwiim<DT^ym-^mm. ma. 
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^r^^^-S^i, SH3 H;<'1'><i:(D*S^'l4/&^'MiJ$n'g)PR H^-r>^ii^TVi 
^^ht^^. ly^'^)\^'m:M^\ZWiH'-^^'^W&ifi^^. SH3 H^-r>«, Src H y 

(52. 2%) Cl ^7^^ ^ ^J^- 3 ^^^5/^-:^;i^eB{3M-^r ^"5Jtg14*^^^ 

^mmz^^;^^-3^mm-t^. ltz-^^-dx. Mwmizmm^m^mzvrz}^: 
h(D^^- so^T^^-r. mBmz$>^\^^tmmm\zmmM(Dm(D:ii^'eu^u 
:^^m\z^^n^o 

*fc. :$immo)dm\z\t. z.n^<Dmmmzm^u^>^'^^n'^=i-\^'r^^n 
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DNA ^'&figDNAT$)^;i<iit)T#^o 

[Grantham, R. et al. Nucleic Acids Res. 9, r43 (1981)]o tA^oT, 

#^6*)^'S:^A?* (sitespecif ic mutagenesis) [Mark, D.F. et al. Proc. Nat 
1. Acad. Sci. U.S.A. 81,5662 miZLTz^^-DX . Z.n^m^m^\(DU V 

jgic, @B^ij#-^ : 1 \zmm<Dm&mm^^ti dna lm-^u x-r^ t-^^ 
w^mtMm^'^t^mi). dna it:^mmzx:b dna ti^^n^o x h u > 

^j>i^x.>hu^^tu. -'mizm:kT<D^ou^^^^-r^ii-^^xt^o -r 

4XSSC, 6 S'CTA-rXUiJ^-rif-va^^-tt. 0. IXBSC^fflV^T 
-V3 >i^^^#©M^ft^ti. aii^ia^(Tm){cf£;;u:Ti^St-^^<t;O^^T^-&o Tm 

1^-^ X'r^^M)fHz^ib^m]$.^&(Dm'^. A-rxu^-r-if-va > 

^Mi^K zt^;i/AT^ F^F7=^v;i/M:^-hU'^A?i;^) ICJ;-:5T^«) 

^s#:fe-^a^2^^0ji^«t^ dna (D^m&m. 'jk^no^Wiizm-^^^x-^^-^^^ 
f3immzmm'r^:it-f)^x^^o 
:i<D^o\zLx^U'-><f^nrz^^-s^n~\^-r^i&Bi^itm'^u^m^ 
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\t. pET-3 [Studier & Moffatt, J. Mol. Biol. 189, 1 13(1986)] m^^^. COS *ffl 
Ha^^'&tt pEF-BOS [Nucleic Acids Research 18,5322 (1990)], pSV2-gpt [Mul 
ligan & Berg, Proc. Natl. Acad. Sci.U.S.A. 78, 2072 (1981)] m^^. CmW 

mo^m^^itmi lhi^^^^ 89/03874 -^i>#] m^^^n^nm^i^n^o sfc, 

^^fc^mx^ y^-h^^^-^-^^^t-tfix^^^^ ^-\t.inw.-^riXh^^o 
:^mn<D%'m.mzm\^^^^<^o'^w.^^^^^M^}i\^x\-x. mx\t. 

m (Escherichia coli) ffim^i^ti^. ^t'MW.^m(D o % . MW^^^(Dm^ 
/MflS^LTJi, ^\?L\t'&ytiUB.-\z7."\lV\i>'x.— (Saccharomyces cervisia 

e) m-hm\ii^n^o -':^mmMm^^o'B^m^tL'X\t. rnxuzQ^mm. c 
Ho«, mY^mmMtm^i^n^o ui^. *^0j(7)?^Kfem^co^«i^, 
m\zm\^t:i^m0k^^m'MM^\^xnt^xu^\^^. 

o \z Lx^mtt^^^- 3 ^n- \^T^Mm.^xmn^Wk\^fz.mn 

^yn^mz'^xmu'r^z.hffix^^o r^io. :^mM(DBmi^>/^^nx$>^ 
^^-3(Dj^m. mmi-ii. m'Bo^^yy-^^mxm^^'bn^^m. mm:if^'^^m 

^ ^-\z^^mm^mi^^<kzsmm^^^m\^^rz^^'- 3 (Dmmmm\z:$^^-f^m. 
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inl^^i'^<D^M^^it.. TMolecular Cloning-A Laboratory Manualj (Cold Spri 
ng Harbor Laboratory, N.Y.) \Zt'd,m(D'Mmzm-DXno :it^^-€^^o 

DNA^RNA ^mm'r^r^ib(D-f^^-^—^mB]rT^:it'f)^T^^o ^PLibtiTzm. 
mmm ^ht^z. ^'u-^^^y^^^ -^-^mmr^ z. L^it.mm^^m'^mizn-D 
TVi^iiiT^^o mm-^rir:iM&m^\^m-D:tv:J^^u^^\^mt^'^^iz 

miZ\t 25-50 :^S(Dg$ t-r^(D)O^^M^ bi^io 
:$:mMlZ^^}<^-3MB^^\t.-(>D'^'^=L/\^-fUy-C-^-zy3 XDBm. 

mmo^m^xitrnz^-^y^oAmmx^mmzmmi^xi^^^o li^t&^'-^t. 

:^mniz^^:t^jzf^^u:t^\^it. nm(Dmm^mummz:i^i^xmmuy'- 

^±>7.mm\t. ^^-3(D?f^^>^^M.mmz^n^'i^m^m<^-^^izr^rzi^ 
<Dmm£y'-)itu^. $>^i^it^^^-3(D^m.yiM\z<i^'DXhrzib-^n^mm 
(Dmmzmmx$>^o t >^-t!: > x mm'^mm^AB.^(D%m ^mm-r ^i^mtv 
xit. &:r(D^^nim^<D^m^^^tE'r^c -rt^-h-^. ^mmmf^iz^^^'^m 
ihm.^. MA-^i^o ^^—^nz^k-oxmmizmwv-y'mm^^-^K ^ntz^^t 
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^^T.'f'y^ z^y^mm. xy^-fV V-Aff^^gB<£^CDA-r:/U HJ^^t^ct 

tc^fiPiih. ^^xsmmh^yn'^n^(Dm^Yfm%&.t(D;\-(^^)v ]^mmz 

-347, 1993) o 

XlB^iJ^^tf DNA fe, 2^^0JTflJffl$n'5T>^ir>XDNA{C^^n^o ^ffl^ 
n-ST>^-fe>XDNA«, 3i^7^j:-/D^-^$'-(7)T^tC]g^$n, $fSb<«3' 

#j \zm,^mm y^-r)i ^-^t^mn-^mn^ $n§o c:ocfc-5{::b xmn -^nti dna 
Ty^±y7. DNA ^mmtvxm^-^nrc mk^K m^Mmf'(Dm.^mmzM 
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X DNA (i> ^>^c£ < i 15 D , ^tf * U < 100 mSi^i.-t-e«> 0 > 

mi^mzU. 4#r?B¥ 6-181767 TThe Journal of Immunology (1995) 1 

55.2477-2486, Proc. Natl. Acad. Sci. USA (1995) , 92. 3561-3565J mtmmo 

-^-mi$<tit^^m^u^(D±mizw^'r^mi^^(D^M^mm-r^ dna 
x>;\>+f--^j^^(i-r > h □>^fc^i 3" UTR {z^^-r^MB^omM^u 

1) ^^~-3CDcDNA(7)5'7!?MiJ^yD->^^b. k 7 A ^-^ ^ ^ U -<t D 

2) mm.mmmiti^x:^^-3m^i^(Dmmmp!b:=i}^y^^t5^<D±m^^ (2 

~5kbp) (D^D^r-^-^^^^tPDNA :^»@a^J^^^-r^o t 

^>::7Am7^^e>i^MUfc poly (A)™ ^^Mchb, SMfS^© 5' c 

(+1) ^^^-r^o ^mmm^^^^m'f-'i^^nm^mmi.. yp^-^- 

3) 2) T#/tDNA75^^P^^- 3il<5^CDZl-F^^^|^V^fcDNA^M-^-:^^X 
S HJitC+)-v''i7P— — z:(DDNAiff>T'©2~5kbpTw?£{3. V-:^— ^— it 
'{S^i:UT(D^P^A>'a:-3-;i/y-fe5";Wfef4^* (CAT) Mfe^, ^.^V^ 
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^ ^ ^ ^ # ^ :i ^ T # ^ o 

A & Cell Biology, 13, 731-742 (1994) J \Zt^m(D:^m^(D^J>^(D:ljm. mA.\t. 
^}]/iyyh^. ^}^« one-hybrid ?iT#^Cli:7:)tT?#;5„ f^:^^ i^mmm 

^Km^mmT^u^mpJ^m=f't. un-'^iE^t:i\tmzmm-t^un'mmm^^ 
h.\z. mmmm^f)^n. ts'yM.^m^'^. tiyi>.\zmm\:\^rzMntmm(Dun 

^ (D ^ Si ^ M I? U T V i ^ ^ H ^ ^ # ^ ^ T # ^ o 
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til) izmXLfz cDNA (D^MM'^^m^'fO'-'^^^Z.^'DXT.^ U-::i>^T-5c 
b , ■3>m-&^ > A° ^ M ^-^ifeT § 7 T - V ^Jlil^-r ^ ^ <h ck o T> 

i^^ii^seKtttii^^) t.u^\^x. ^'i^y^^i^(D^xnM,w.W7f^'t^. 

-So 

yU>h?ifi. DNA±tC^>/t^K/?>^^^'&T'&i:DNase I (Dt^>fl:;^^6'{*m$n'i) 

mm.^mmvx^^^o trsit?-^. m^^''? xm^i^fz^u^-^-mm^j^y 
it. mmm^: 2iz$dm(D7^ymmm^mr^^y/'^^mizn-r^^m^^^ 
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:^mM(D^^'- 3(Dm6^^y9-]^. c-inyc-(His)6-Tag-p< 

n^izm.i^xtfii^M^M'^'^M&^rzib. ^±yu-( > h7vzL;\'> h^^^±y 
-10 ©li^ff^^n^o m.i^m^izm^^<^n^&ikm^tL'X\t. mpiit-^)i> ^ 

^-Brfc^, ^w\zm'^vrzmmm(Dm'^^mmr^z.t\z^r>w^ti^o m^u 

f^^iUE^©^^, mX\t^—'y~-h^)V7s^^y(D:tom (Nature, 256, 495 (19 
75)) \z'^\^mMX^^o m-eriSiii^JiibT^^Ux^l/^yUn-;!/ (PEG) ^ 

-B-Mffim-^bTWyX-^'X-eSAgS, NS-K P3UK SP2/0, hS-\ t^Etm^i ^tl 

iiWMMM^chtT^lJfSbViJt^Ji 1 : 20-20 : 1 TfeD, PEG (0^b<t*PEGl 
000~PEG6000) i)^ \^--mn^(DWim.XmW'^n. 20~40t:. $f ^L< « 30~37t: 

3t}iWM^n^y'^) Y—-^ (DT.^ ^) —ziy ^^z\tm^ (D-:iv^iif)^^mx^ ^ 
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Tcx$>^. mmnmit. M'Mz a-zmm. 0^L^<it\mm--2mmx$>^. 
mmit. m'M5%^m:^7.rxntDn^o /\-r:/'j H--Tig«±mojrLMfi. ± 
t^(Dmskm^(Diti^^-3^i^m(Dm\^iimm\zLxm^x^^. ^u--y^ 

x^. ^a-yit^nrz/u:/^) B^L<\tMMmM^xmm'^n. 
^mm(DinW^^(D±m\z^A.^o ge^o^y ^ U'-f-)itfimtm7i^itLxn^ 

^thx^^o 

^h(D^mn't^z.t\z^'Dxm<Di$^y/'^i7nh^mLt<i^^%(Dft^^ti}^x 



wo 00/66729 



18 



PCT/JPOO/02831 



nxvi-Sc vTz^^^x. mmm^: 2\zmm-^rirc7^/mmm^^^m^-^n. 

ctoTi^fife^n^xtf h--/^I^BiT^^y ^□-:^;Ptn:#:(i. 3^^BJtC;fett§ 

B^^Mm-^'^xiRW^n^wm^nm^^(D^otsi^m^^-r^t^^x^^. 

$>^\^^tyfs^) C7 n~-^)iifimt. y^^>^^Ammzmm-r^mm<Dmm'^f^m 
izmm-r^^t:^^'^mx$)^o z.n^cDmi^'^m^^x^^^- 3 ^m\^-t^jj^t 
vx\t. yfmmamz^^'^'^rzifii^hmmit^i^tiz^Ki 3 ^Kjit^^^ 

- 3 ©t: hfiJfeT^^'- 3 ^trO^^^-^mz^m^-^. tni^h^Ht^Lr^m 

-^y}^^ y^m\z^^^^-3(Dm\^iz:^^^x\t. ^-f. m^itifo^t^^- 
3 ^i^Rf^^-^^Tc^. ^K}t-<^^'^mz<k'Dx^^izm^b. mmitmi^^mm 

Lxm^itijii^-^^-3mmi\:tfii^^m^^^^2X^y:^m. %h<itm^ 
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?i/&^^tf ^n^c ^(Dfiil. -^l^-rs K^>y-r;i/-N-t: Hn4^->+h^->-5 FXX 

mmmm it. ^m^mm\^^ iz^m-t^:iti)^x^^^(Dx$>nitmz^m-^ 
Mci^mzit. mm. myt!^n. m^mn. mm^mn. ^m^v-vm 
^mm-t^z.t:f)^x^^o ^-^\^ummmmtL'X\t. mxit^jv-^^^^y—^. 

l/T-if, '^l/T— tf, if, ^i/;i/P-X-6-:4^7.y'x— h^^b HPy:^ 

-if. ^)lzi7^9-if. ^J;r/T-fe5^;i/PU>xX7^^— if#;0^^^lf 'B>n^o 

■7°PT--r>. ^^5>> :7^pxUhU>, :7^n->Tx>, tp:7yp>'7 
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mm^mm-v^^o mi^mmti^xit. mmmz^-oxtni^. $>^\^^tm.wm 
^tmmt^it^miz^m^^-r^:ijm^—^^-v^^o mmmti^xit. n,n' 

ommm <h^^*5ck txin:#:i cDSf&«. ^n^'no^i^^j^'Mjcj^; dtis^ct) 
mm-r^m'^j^^izj;:':)xmi^mzmm'r^:fjm^mmT^ z: t%x^^o ti^t 

^ > {C^ b TJS T If 5^ hi/ :/ h T tf V >7j>^'l^.il U :^ > H <h b T^iJffl ^ tl^ c 

)]^^=^zy^-^^mmmmt.vxm^^^^t-fy^x^^o :^mmit^<<Dmmt 
R!t^r^:itf)^x^. ms^mmmizj:-Dxnmztfimzm^-^^±^z:t^^x^ 
^(Dxmmx^^o mi^t^xitm-^^z^'DXit. ^(D-pv^^yv. m 

AtiFab', Fab, F (ab' ) ^^fflV^^, ^tz.. ^ U ^ D-:^;Ptri#:. ^/^^n— :h 

)\^^mzt-^ii^f^^-tnm(j^%M\z^'omn^mf-^%^z.}iti^x^^o ±mm 
-^mzxmwrn\t^\z^U(r^'m\^'^mMMM^imw.t.u^o mmx^tzMm^m 
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)\^^>m']7>'e~^/^m (ABTS)> y-tj-U5^Jl/^> h :7ai- 1^>>^T 

(D^m^mmm u.mhvrc%(D. '^\z\'X^(dum \zmmj^^m (o^^m^^nm. 
:^mn\zii\-y^^^-^<DwmMmt,. Mm. im. mmm. 

cDNA, yyADNAfe-SVitl'&fiKDNA ^^tfo ^^d, ilfe^ (D^^ICti, fe^chSi 

Ws^^'Sl (x>A>if-. :/Dt-^-. -r>hn>^) <D-g|5i^^^, 
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^^flS (ES«) ^fflViTii#^(Dil{5T^y >;/i^T'>h$i±:^cl)!i«^, ."i^^^^^ 

DNA ^sAL7t»jtf^^^, mi^^^<Dwm^z9vmminf':^^^^i'xm^mzm 

^^^it^g^AT^^^ (•7'1'^D^>vx^V3 >fe, 3ieffl1#l^ll 4873191 

fl«#m (Esm) ^^m'r^yjmuE-h^$>^o ^to^m. uhu^y^ jvx^^ 
^-izm^'f'^mAi^. mizmm^'ii^:^^. ^r^. m^^^i^xmis^^^mz 
mxT^mi^^^^—f^^ti^m^-^rixr^^^o m^^^i^~-^t\t. m^^z^M 
m^f'^nm^rcit:r:u^ h u^u-y a >m(Dyji^xi^^mf!^};^izMK)&^'it 
r^mz. w^iz^m-^'it^z.iiiz^D. ^MmiBij'^mxr^m^^mm^mx 

(M. Lavitranoet Cell, 57, 717, 1989)c 
$)'g)litt;\"^T-U^:7T — >^P1 CDcre/loxP U n > ti::^— tfl^-^ Saccharomyce 
s cerevisiaeOFLP U >tf:^— if^^<7) in vivo \Z^^^XU&^m^^MiSi^ 

^ a 6^ >/1 ^ M © h ^ > X > AT fB-g ^ tlT (/ i ^ o 
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u>nm^mxLxh^^\ mimizmAr^miR^i-^x^^rzi-fm^(Dm\^^h 
(D^mm-r^z.t^mmx$>^o ^m-r^mmhLxit. ^mmw^m-^^T. (5 

^^m^<^mm"i^^r:iibiz.zi'r\^haE>mz<kK)um^m^Lxh^\^\ 

^m^^^m^UL. -T-r^D-r >>^:ii^'>3>mizxm(Dm'\i.mmiz^yz^j:.^zy 

^mmmm^m^-^mz.-Drzt^(DP^izfi\i<[:-r^^'-:t]—ikB:'f'^mAvrzyi^ 

(D^m^mm-r^tzib. y if >^fe l < it rt-pcr ^tcj; o h ^ >7.>?- >fi5i5te 
^mi^^mtiiT^o ^rz\t. ^>/^^mzti-r^^m^ijimz^':>x. ^^^,7.^ 

\z^m-^rirz-h(Dx^^o j y^r^ h-^^7st.umnm.mxm/fix^Mcomi. 



wo 00/66729 



24 



PCT/JPOO/02831 



\znmm.^m?i^B^-^it^m'^izit. rnxm^^iz^^-^^ i^ynmrni^'f-^ 
j^^$i±T43^. MAmzmm^^-^t^^ iyymmz-^^^:it\z^K)m^r^ 
^t^^x^^m. {ik^(D:^^:id^zs^ti'b(Dmii^m^^xm^\zm^'r^ct^^ 

MBP 

I/— >2 : m?-^^- 3 

I/— >3 : '^'it^^t't^iftlJ^^ffl^^T in vitro transcription and translation 
iZXmm-^'itrzJVyy x-y-amm (Promega) 
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U—>4 : 3 c-myc mu?^ ^- 3 
El 2 tS. 3 %^ c-myc #J0^^'- 3 ^i^^i^^-frfc CHO ^Jig(D. ^Il.-i^.^- 

^-Brfco fflV^^ISJi, mpg6^tC?L^^/h$< UTV^ofco 75-200 m (D?LS®|^ 
{cM*e^n:^^^#:^. lOOMg/mL (Dn ^y-:h--tf (Washington 

Biochemical a^) 37t:T 20 i^r^l-r >^rL^- h Lfco ^m^. 

25mMHEPES, 105K Nu-serum (Collaborative Biomedical Products Bedford, MA) 
^^XS^^mm. (lO/zg/mL <D^-v>J>, T.VV^V^^'yy. *3d;af7T>^ 
V» ^^t^i^iife 199 (Gibco BRL t±, Gai thersburg. MD) tcMiS^it^ S^COj 

flD^tt. y^'^y (Zymed Laboratories It, San Francisco, CA), Jri VLA(very late 
antigen)-!, 3, 5 (Immunotech) C7D^^^felC^LT^'l4^^T ^1 fS,^XS\Z.'m 
VIII (Dakott, CA) (D^^yk^\Z.W^^^'^Z.t.UE(J:>—^<J:>mmz^^n 

\^v'^mi^-^y^'OhMmt^^(D}mk(Dnm 
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^'^>^^Amm:2 yy)VjLy vi^mm^ u ymmm^n-kMA^ (pbs) t^^-l. 
5.5inM Qumm^'^mm-^'^fco \im\%nf-^j(Dm^m'^-^^^z.h\z^v)^ 

O^tl^^ii/cc ±tf^-fev'^AhU:7;i/^PT-fe-T— h (CsTFA) m\Z&MW.<WL 

15t:. 125,000XgT24litfBl]^^>5)-iibfeo RNA '^l/ >y h ^ TE A*^;/ T — 
mm-^'^t^o :tUn^dT-fe;i/P-X:^^A (:7T;i/VxTii) (CcfcO. poly (A)™ 

[^JSfiJ 3 ] 3' cDNA ^ -r ^ U - ©tt^ 



poly (A)™ ^MMt LT> pUC19 &^^iT^^^ ^-7° ^-T [Norrander 
J.,et al.,Gene, 26, 101-106(1983)] ^fflVifc cDNA -^fig^fT-rafCo iKTD^i^^ — 
^-rv— DNAJi. Hindi 43j;tK T PstI Mbol 

(GATC) TiS^'A • ^^;Hb (dam-methylated) $nTVi}^Co H 2 ^(D-^fifeO^, 
cDNASB^J, :jDi;tK^^i5'— (7) lacZ iie^F^lO^— BamHI gU^^, ^n^'tlMboI 
*5^r/BamHI T^lffb. ^^tC. DNA aST^^'fb^SJ^tX^-r y-'> a >^tTO 

^mi^^^>^j^\zmisiv. mmzium-r^^tiz^ommizmm-^'i^rco cdna 

JfASB^iJ^, PUC19 ^u — ::.yif'^^hizm^-t^y°^^'^- (5'- 

TGTAAAACGACGGCCAGT-3' /gH^J#-^ : 3 ^^ZS 5' -ACCATGATTACGCCAAGCTTG-3' /SH^IJ 
4) ^^fflVifc^T-FPCRlCcfcO^i'le^Wco t^^nfeM^^zi^^^ DNA 

^^^aii^'cC DNA iH^J^^*5 <fc u:^ > tf - ^ J; ^ T^- ^ MS ^tf o :i(D:it 
\z^ D , it^T^cSfcC^m^s J;0^'lli^i::*3it§te^;£«^^|wiBt{3it$$-r^ z. tf)^ 

(Y. Yasudaetal., Kidney Internat inal 53: 154-158, 1998; K. Matsubara 
et al.. Gene. 135, 265 (1993); K. Okubo et al., Nat. Gen. 2, 173 (1992))= 
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h h^m^^'^y^'y j^mmo) s* mm cdna ^< u -©;'cmii dna sh^j^^^ 

^ GenBank <i:J:b|5sb;^c:oit^ T'cCSigi*^ J:t)Cm75^ ^ © mRNA ^ H >y h >*'D y hMm 

[^^^iJS] t: h • ^■t^>=^^'i7A«AZIPLox cDNA ^-Y ^ ^ U -COX ij — 

2\ZL Tz-^^-D Xmm lyfc^ mRNA f)^<b. :t U =f dT ^ ^ -f -7- ^ >yA 
y^-T'T— <h^fflt/iTAZIPLox cDNA ^-f U — ^"n ^b^o ^-fv'^-^U— ® 
'&figl;itilUIS<DAzip lox (Gibco BRL ^h^, ^n^^AZIPLox EcoRI Arms) Sr^U 

rnvTco^mm 4 T#rc^iJ->^'^ am cdna ^< u -T^HFtci^^^stci^ai 
^n-sitsw^D— >icoi/iT.^©-r y-^—h^y'n—y^tLx. ^(daziplox 
cDNA ^-r:/^U-^;^^U— ::i>'^L;^o 7jt>?7^^:/>7P->icoviT, ifA$ 

y>U-xi' >iJ7'"7l/— A (Tthe first ATG rulej ^r^^f^) ^^Xtco 

- 3 cDNA (D:^»@H^J^@B^J#^ : 3 ©liST 5 ymS5^fJ^@S^J# 

[ii»j6] ^iJ->^':7A#Me<j»e^^©^tg^w (o 

SwissProt f~~^^—7.X FASTA -;^P Al^J: D T ^ / ^^n^Ov'— 

^v^T^^^- scDT^ y^sa^iJ^^^-:7:^mL/io ^^icf^, psoRT www 

Server(http://psort. nibb.ac.jp: 8800/) ^fiJfflLfeo ^(D^^. ^^W^-^^'^tl 
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T5 0 OWrB&.^(DmWZ^^^X. proline rich protein L\^ittl^^< (D^ > 

^8iy^ymy^m^^<bu^mmt. '^u^j>{z'm^ (27. 2%). sHscsrc 

homology 3) Fp^-r>(:i^-&T^ proline rich ^y^H (PR^>^^F) (DY y 

mmn (xpxxpppfxp) izmi&,-r^T^ j mw3\ (xpespppaxp) ^ 2 ^mzm-r^o ^ 
(Dm. 3 \zn.mzm-r^oW) >m\mm\z^^^) ^mit^^i^-yo^w^ 

mmnm^\t 52.25KT$.ofco zn<b(Dmmt. ^^^-3 7i^^'>^':^;w5JiH•^T 

ti'^^y ' t!^^-7. 1 1 u ymtu^ : 1 4 

=^uyyt}-(:^-7.^)ym\tW>&.'. 1 

mmm?] 3(DmmMm (2) -mm^^^ 

>^^- 3(Dy-lfy^Uy hmm-i. &.T(D^^\ZLXn^rZo Z'mm cDNA 

^<y^u- (lim«^J3) c7)>i^>'-7^^:/^^n->(D-r>i^— h^, ^y^A dna 

^mbfcpolyCA)™ (2Mg) 2.2M:;i^;i'AT5 H^^tf l%T;ifa-xy;i/T 
5^g|b, - hD-fe;i/D-X v'^;i/^-^te^bfc:o '7^;i/^-^Rapid Hyb?#^|g 
(Amersham ft, Arlington Heights. ID TV\-r :/U ^-T X^-^/to A-T^'J 

^^-rx^tc. eor-r, 0. ixsspe/o. i%sds <hvi-5*!^x hu >>^x>'>-t^# 
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y—'^>^Uyh(Drz.lsb(DUm'i. Clontech (PaloAlto, CA) y{)^^^Ab^o 190 

RmmmmtLxu. }:ih^'^>^^j^mm. ^h^mmm^mm. thssK 

2Mg<Z)poly(A)^RNA^^)^<hbfec t hOJgjffliia^©/ — tf >>^P h(CfS, m 
-B-MS^aifiL^HL-eO, HeLamS3, 1t'l4#ljH4ejM5^ K-562, U >/1^^ejfil5^ 
MOLT-4. Burkitt U>/lMRaji, ;^Bifl^l® SW480, MJg A549. :fe<J;a^MfeM G361 

mM<D 2 fjL s(D poly iK)'KM^u.ntvrzo mm(Dy—*f>:/nyhizit. ^l-. m. 
mm. m. fF> mm. w> :fej:OTs*(^2Aig©poiy(A)m^M^4^b;^co 



Si 









+++ 


\ih ^mmm^mm 


++ 




+ + 




+ 







m2 











HeLa mm S3 


+ + + 


1l'l4#it'ttaifil^l^K-562 


+ 


u y/'^mt&ikm molt-4 




Burkitt U >/1MRaji 




:kmmm sw48o 


+ + + 


J3$J® A549 


+ + 


HfeM G361 


+ 
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3 









+ 


m 






+++ 


m 


+ 


fp 










+ 


m 


++ 



m^tifzo m.mm(Ditmzi^\^^xit. thwjj^M, 'A^^xmxMmu^m^mm 
{zi^\^^x\tmm^m<. mxcomm^itrntax^t^^^^r^. ^mmmmmz^i^x 

«HeLa mm S3 izi^mBB SW480 TBiVi^igj&t, Sfcflt^JS A549 Xh^m-^^M.^n 

mmm si ^ 3 (Dmmmm (3) — r f u ^^-i if- v a 

> 

>lJ--r^c3.A-1' >^U^^if-v3 > (in situ hybridization, ISH t# 

^CD^fe(Cj;Dffofe (Kidney Int. 52, 111 (1997))o }:ih'^^-3 cDNA (D 
404-433 ji(D:^Sie^J (iE^iJH"^ : 5) ^"T'p- >^<h bTffl V^^Co ^S^^f^OT, 

3^^B#l{ip<it>^'^Am{c^i5E^bbTVifco v^':^;i/®#S'l4^a¥ 
ttf^feis?), /\-i^^J^*^'\i~-iyB><Dm\zMaseXmM^tfMm't^t. 

- 3y°u-y^xMiii^ti^zy^'^)V(D±m^^f)m^-^nrzo ^tz. mmmmo) 
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iy(A)m (o.5iig/u\) i.oui ^mmtv. mmmi^^^'-\^'r^^^izmm 

iP^T^iy^-f-T- (5'-CGGAATTCATGGGGTGGATGGG-3'/gB^J#-^: 6) RZS7.hy^ 
3 H > i: EcoRI ISilgSB^iJ^SP;^^^^ ^-T (5' -GCGAATTCTAGAACTCAGTCTGCACCC 
CTGC-3' /SH?iJ#^ : 7) T PGR Si^;^43 fee Kjt^^mt. lOXEx TaqA'^y 
5AtK dNTP^-&!^ (2.5mM) 8m K PCR:/'^-r'7— (@B^J#-^ : 6, 20pmo 
1/m1) 0.5mK ^^^PCR A1 (iB^J#^: 7> 20pmol/Atl) 0. 5/xU T 

aKaRa Ex TaqTM (lOU/jtiO 0.5;^K MMtKT^*^ 50/1 1 ^U^Co TTakara PGR 
Thermal Cyclerj iZ±vhL. 94t:i 60^2 5^-. 12X:2 -^-f ^ JlSim 

$ -frfco 0. 75 % T ;y u -t; ^';i/mM?^Tciij}iT/\' > F 7i>^^# nx ^ z. t ^m%% L > 
S^S^^ffTS^^ lAtl ^ rorginal TA Cloning Kitj (Invi trogen tt) ^fflV^T+l- 
:/i7D-->>fL, f#e.n;^c:/57.^ H^ineg3/pCR2 i:bfeo :i(7)7'5X^ 
EcoRI T^SIfU, EcoRI T^Sff bfc'^';!/ h-X^'&SaKfifi'&SaM^^ffl^^ 37 
— . pMAL-c2 (New England Biolab^t) T4 U :if— if ^fflV^^-^L, ;^J»llJM 

109 ^mmmm^LTzo is ^r^m T>tfvu >ffittt^^ ami <d iBmmmizm^. 

pMALc2/meg3 $fi;^Co 
pMALc2/meg3 T?^Mte^bfc;^JIiM XLl -Blue ^ lOO/ig/ml lc;^cC^cfc -5 tCT > 
tfvU >^iPx.fc lOml (D LB J^iifeT 37t:, 18 BtrelSgi "SIS^L. 
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11 ©Rich J^ite (1 L ^il^ lOg hUyh>> Sg^SffltBtl. 5gNaCK 2g^;i/a- 

7:^^^T>i^vu ><& looMg/mi izf^^^'Dizmxrzho)) iziju^ ziwmt 

eii§«Lfco>S^fi-{CT?^tl0.8 0D (A600) izU-DTzt^l^T: 0. IM IPTG (isopropyl- 
iS-D-thiogalactoside 1. 41g ^tK 50ml \zmMLrzh(D) 3ml ^jtJPA, ^ttT37t: 
TS<h^lg*Lfeo 2P#rBm. jS'L^t^f^ (4000gX20 5^) (Zd: DM^^SJ^, 50ml 
(DmM^^yy T— (lOmM NajHPO^, SOmM NaCK 0.25% Tween20, pH7. 0) ^JP^ 

fzo ^<mMi^. -8ot:-r 18 mmw^^^. vr.^-'>3> (branson a: 

S0NIFIER250) M#;^l^#b/to 0. 5M iZU^J^oiZ NaCl ^j]P;l. Jt>L«t 
(lOOOOgXSO^) {Z^r)±m^Mibrco Jitftc: 200ml ©0. 25% Tween20/:^^A 
/t^y 7 T — ^JP^, a^^^^DJ?) 0.25% Tween20/;^^A/X^y >'T— (0.25% 
Tween20, lOmM U >^> 0. 5M NaCl, pH7. 2) T^^'fb L/tT 5 P — Xltig 30ml 
^i6iMVrctl'7AiZU—\iL-rZo Iml/^omM'V. 100ml ©0.25% Tween20/;^ 
^An«y:7T — , i^^CtClSOml ^ A/t^y7 T-T^ofc^^ v;H — X^lOmM 
iZU^^oizm^TctiyA/'^yyT—. 50ml TT 5 P-X«{C^'&L;^cB!l5'&M 
SW^^§yUU;^o Z.tl^^^lMj^^ (Amicon st irred-cel 1 concentrator) T^tJ 
Img/ml ^7?i8^L?i*iSS!!!^SeKMBP-^^-3 iiLfeo 

mmmm^^^m^^^L--:/ (^m^i^m 3,500) (cAn:7T^^-xa A^y:?^- 

(20mMTris-CK lOOmM NaCK 2mM CaClj, lisM T -Jit^ h A) iZMLXM^ 
T^o m^ffLrcm^20Qu\ (Img/mO (C10//1 ©:7T^^-Xa (200Mg/ml) ^ 

mmrndx^n^nrcmmm^mmn m?-^^'- 3 (lomM u >^-:)- 1- u -^a. 
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O.SMNaCK lOmM -^JH — X) ^mm(Dyn^>\^^±ri^=L;%>hhW^V. 

(50Mg/K). ^mmw: (ioo;ug/K), iiMr^m mous/m) tcjitp^^bfco 3 

±^LXl^^:it^mm\^rz.o triM^atefi, trim ^Ong/^ :r.)i^mm\::i^rc 
96 7^:7°l/- h&fflt^/r EIA {3 J;-DTtT-D^Co tfcJrLJfiim^&'>x;i/ 
100m 1 ■rJOiJQx.T-^^SfS^tfVi. ±mi^i, '^mm. ia'^lt^ IgGFab'-HRP 
(IBL. 02^) ^MjS^ii. ^^t^. OPD (Sigma, USA) T^febTt'J^bfcc ^ 

MBP-p^ 3 , 3 c-myc i^JP^ 3 , MZSlZ MBP 

MBP-7^^- 3 pMALc2/meg3 JM109 (Dmm&W^^ 

fflVi^Co *rc3*i^c-myc#JPP^^'-3©^^(Cfi, T>5^-fe:>X:/^-r V-^i 
LTPCRAl y^-r-x'-lCf^^TT. h^y^n H >^^ViT EcoRI l^^lig3^J$r]!JP^;^c: 
y^-rv— (5' -GCGAATTCGAACTCAGTCTGCACCCCTGC-3 '/SB^J#-^ : 8) ^fflV^, ^ 
»J9 <hiW|=|i(Ditf^-C^fiKbf^Slr>T-^fflVi^c:. ^®KffM-^> EcoRI TtmbL^ctS 
?L^»^^ffl PCDNA3. 1 (Invitrogen) irJfAb, "/^T. S H <h'::7+}-^^i|^*I&l 
J^^ffll/^T in vitro transcription and translation (Promega) tCctoT^^ 
$i±T c-myc #SPp^ ^-3t: l^fco 

CK 2%SDS. 3 0%^*u-tu>^ 1 0 % /3 - 7° hx^ y o. 
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S-PAGE) (Laemmli.U.K. , Nature. H 227 680-685 H, 1970 

SDS-PAGET:^g|b/!::$'>/N°^M^. ^Uyy^^ >^mi^ (2 5mM hU 
X— HC 1 > 1 9 2mM ^U'>>, 2 0 % iS^ 7 — pH8. 3) ^fflV^Tl 0 

0 V{7)^mi±TlB#Ps1. ^^J\:i-V^'>i^yJl:t^J\^ (PVDF) M (AW^- 

PVDFM^TTBS (20mMhUX, 5 0 0 mM CDN a C K 0. 05%Twe 
e n 2 0, pH7. 5) Xi^^LT^im. T T B SX^^iLfz I'A^i^X&^^y'^^ 
7j?iJ ^^U— ;i/Jr[MBP-p^i^- 3 I gG(D^IS<h4t:T— ^jKJtS^-fr/to 'A\Z. T> 

-/^jyT-i HT;i/:tJ U :7:tx >'y ^5^— if-r ^zL>:7'p >y h^^y h • "yy 

th^^I gG<t^MTlB#rBl^>^rL^-hLfct^> 35 ^^^^Cis^^^aTX hl/^ h 

y-^^Uy^X^KJt^-^'itrzo P VDFm^TTB S-e?fe#L.> »M (nitroblue 
tetrazolium t 5-bromo-4-chloro-3-indolyl phosphate, p-toluidine 
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EcoR im^^^-S(D ORF y^^^yh ^mXVTzmB pcDNAS.l ^ CHO 

4%/1^*:;i/AT;i/T^b h\ 0.5% Triton X-100T@^b. tri c-myc tni^^i 

FlTCmnm-^t'Xtn^^KJt^'^rc.o ^(C^^^y; h 33341 TM^fe 

mmm'^^n^o ^tz. ^-^y^^Ammizmmr^mmof^m. mmm^o) 

M:Wmzit. rztPL\t^^-3<DA^m^mm\z^'DX. ^m^n^o^m^p 

^y/\^n'pjmA(D^m\z^'Dx.^fmn0ku^<Dwmm(Dmm^^'^mtf:;i^ 
z.tf)mwx^^o ^mi^w0i:x\t^^y^^Amm<Dmmmm^M.^ri. 
y^02:^mm(Dmm. $>^\^^itmmf)^'^(D^h^j y ^ :^mn(Dm^fLmf}m^x 
i^-5o :in^(Dmmiz^^'-3f)m^vxi^^-^mmt-i'^^zm^^n^o 
:^mM\z^^^^-3\t. :^'^y^^Ammxmmiz^MiyX\,^^t\^^^j^.x 
:^mMmA^9cizm'^Lrz?^^yyti^m(DW^^m^xi^^o Lf)^Lr^f}^ib 

:^mMlZ^^^i^- SJiproline rich Hp<-r y^^-t^mM[Hy^'^-^MnMM<^ 
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3. if>j<^l {3t3*!cO^>/t^K^:3- H-r§ DNA. 

4 . iB^ij#-^ : 1 (D^mnm ^^m^i^m s mmcD dnao 

5 . SB^iJS^ : 1 (Dmrnmrn^n-D DNA h U >>?x > h;^j:^^TT/\'1' ^ 

7 . mimA\zun(D dna t>b< t^^o— gp{3^-r^T>^-fe>x dnao 

8. if^^3, m^mA. io^xsm^^^(D\^-fnti^\zuwL(omk^^t^z.t 

9. W3t:^3, »5}<^4, :}octtJ^'i»5l^JS5cDVi-rn>0^tC|E«feODNA^^^pJtg 

10. |»5}<Ii9tClE«(7)?iK^^m€Ja«b, if^^3, if^^4, cfccttXl* 

jRjB 5 m^'rn:^^zt5.m(D dna (D^mM^^m^-t^ :it^^mt-r^, 
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14. mm^^^y ^u-'rjvmwx'$>^mi^mi 3<Dtrii^o 

1 9. #^t: h#i|tfttJJ&^^"7'i^X-e^'5it5jc]gl 8(Dh^>X~:/xn>;/^#h h# 

2 0. p^^'-3^zi-H-r^ae^®^^5J)^^|fP0iJ^n/iy >y^7'^h-7":>XTfe 
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1/2 



12 3 4 



- 175 



(kD) 



83 



- 47.5 
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SEQUENCE LISTING 

<110> MIYATA, Toshio 

KUROKAWA, Kiyoshi 

<120> Meg-3 protein 

<130> KRK-103PCT 

<140> 
<141> 

<150> JP 1999-123561 

<151> 1999-04-30 

<160> 8 

<170> Palentin Ver. 2. 1 

<210> 1 

<211> 3768 

<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
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<222> (53).. (2251) 

tcactctgga gg atg ggg 58 
Met Gly 
1 

igg atg gga gaa aaa acc ggg aag ate ctg acg gag tic etc eag ttc 106 
Trp Met Gly Glu Lys Thr Gly Lys He Leu Thr Glu Phe Leu Gin Phe 
5 10 15 

tat gaa gac cag tat ggc gtg get etc ttc aae age atg cgc cat gag 154 
Tyr Glu Asp Gin Tyr Gly Val Ala Leu Phe Asn Ser Met Arg His Glu 
20 25 30 

att gag ggc acg ggg ctg ccg cag gcc cag ctg etc tgg cgc aag gtg 202 

lie Glu Gly Thr Gly Leu Pro Gin Ala Gin Leu Leu Trp Arg Lys Val 
35 40 45 50 

cca ctg gac gag cgc aic gic ttc icg ggg aac etc ttc cag eac cag 250 
Pro Leu Asp Glu Arg lie Val Phe Ser Gly Asn Leu Phe Gin His Gin 
55 60 65 

gag gac age aag aag tgg aga aac cgc ttc age etc gig ccc cae aac 298 
Glu Asp Ser Lys Lys Trp Arg Asn Arg Phe Ser Leu Val Pro His Asn 
70 75 80 



<400> 1 

caggaaetgg gceagetecg gteecttcet tttggggctc 
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tac ggg ctg gtg etc tac gaa aac aaa gcg gcc tat gag egg cag gtc 346 
Tyr Gly Leu Val Leu Tyr Glu Asn Lys Ala Ala Tyr Glu Arg Gin Val 
85 90 95 

cca cca cga gcc gtc ate aac agt gca ggc tac aaa ate etc acg tec 394 
Pro Pro Arg Ala Val He Asn Ser Ala Gly Tyr Lys He Leu Thr Ser 
100 105 110 

gtg gae caa tac ctg gag etc att ggc aac tec tta cca ggg acc acg 442 
Val Asp Gin Tyr Leu Glu Leu He Gly Asn Ser Leu Pro Gly Thr Thr 
115 120 125 130 

gca aag teg ggc agt gcc ccc ate etc aag tgc cec aca cag ttc ccg 490 
Ala Lys Ser Gly Ser Ala Pro He Leu Lys Cys Pro Thr Gin Phe Pro 
135 140 145 

etc ate etc tgg cat cct tat gcg cgt cac tac tac ttc tgc atg atg 538 
Leu He Leu Trp His Pro Tyr Ala Arg His Tyr Tyr Phe Cys Met Met 
150 155 160 

aca gaa gee gag cag gae aag tgg cag get gig ctg cag gac tgc ate 586 
Thr Glu Ala Glu Gin Asp Lys Trp Gin Ala Val Leu Gin Asp Cys He 
165 170 175 

egg cac tgc aac aat gga ate cct gag gac tec aag gta gag ggc cct 634 
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Arg His Cys Asn Asn Gly lie Pro Glu Asp Ser Lys Val Glu Gly Pro 
180 185 190 

gcg ttc aca gat gcc ate cgc atg tac cga cag tec aag gag etg tac 682 
Ala Phe Thr Asp Ala He Arg Met Tyr Arg Gin Ser Lys Glu Leu Tyr 
195 200 205 210 

ggc acc tgg gag atg etg tgl ggg aac gag gtg cag ate ctg age aac 730 
Gly Thr Trp Glu Met Leu Cys Gly Asn Glu Val Gin lie Leu Ser Asn 
215 220 225 

ctg gtg atg gag gag ctg ggc cct gag ctg aag gca gag etc ggc ccg 778 
Leu Val Met Glu Glu Leu Gly Pro Glu Leu Lys Ala Glu Leu Gly Pro 

230 235 240 

egg ctg aag ggg aaa ccg cag gag egg cag egg cag tgg ate cag ate 826 
Arg Leu Lys Gly Lys Pro Gin Glu Arg Gin Arg Gin Trp He Gin He 
245 250 255 

leg gac gcc gtg tac cac atg gtg tac gag cag gcc aag gcg cgc tic 874 
Ser Asp Ala Val Tyr His Met Val Tyr Glu Gin Ala Lys Ala Arg Phe 
260 265 270 

gag gag gtg ctg tec aag gtg cag cag gig cag ccg gee atg cag gcc 922 
Glu Glu Val Leu Ser Lys Val Gin Gin Val Gin Pro Ala Mel Gin Ala 
275 280 285 290 
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gtc ate cga act gac atg gac caa att ate aee tec aag gag etc ctt 
Val He Arg Thr Asp Met Asp Gin He He Thr Ser Lys Glu Leu Leu 
295 300 305 



970 



gcc age aag ate cga gee tte ate etc ece aag gea gag gtg tgc gtg 
Ala Ser Lys He Arg Ala Phe He Leu Pro Lys Ala Glu Val Cys Val 
310 315 320 



1018 



egg aac cat gtc cag ccc tac ate eca tee ate ctg gag gee ctg atg 
Arg Asn His Val Gin Pro Tyr He Pro Ser He Leu Glu Ala Leu Met 
325 330 335 



1066 



gtc ccc ace age eag ggc tte act gag gtg cga gat gtc ttc tte aag 
Val Pro Thr Ser Gin Gly Phe Thr Glu Val Arg Asp Val Phe Phe Lys 
340 345 350 



1114 



gag gtc acg gac atg aac ctg aac gtc ate aac gag ggc ggc att gac 
Glu Val Thr Asp Met Asn Leu Asn Val He Asn Glu Gly Gly He Asp 
355 360 365 370 



1162 



aag ctg ggc gag tac alg gag aag ctg tec egg ctg gcg tac cac ccc 
Lys Leu Gly Glu Tyr Mel Glu Lys Leu Ser Arg Leu Ala Tyr His Pro 
375 380 385 



1210 



ctg aag atg cag age tgc tat gag aag atg gag teg ctg cga ctg gac 



1258 
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Leu Lys Met Gin Ser Cys Tyr Glu Lys Met Glu Ser Leu Arg Leu Asp 
390 395 400 

ggg ctg cag cag cga ttt gat gtg tec age acg tec gtg ttc aag cag 1306 
Gly Leu Gin Gin Arg Phe Asp Val Ser Ser Thr Ser Val Phe Lys Gin 
405 410 415 

cga gcc cag ate cac atg egg gag caa atg gac aat gee gtg tat acg 1354 
Arg Ala Gin lie His Met Arg Glu Gin Met Asp Asn Ala Val Tyr Thr 
420 425 430 

ttc gag acc etc ctg cac cag gag ctg ggg aag ggg ccc acc aag gag 1402 
Phe Glu Thr Leu Leu His Gin Glu Leu Gly Lys Gly Pro Thr Lys Glu 
435 440 445 450 

gag ctg tgc aag tec ate cag egg gtc ctg gag egg gtg ctg aaa aaa 1450 
Glu Leu Cys Lys Ser lie Gin Arg Val Leu Glu Arg Val Leu Lys Lys 
455 460 465 

tac gac tac gac age age tct gtg egg aag agg tic tie egg gag gcg 1498 
Tyr Asp Tyr Asp Ser Ser Ser Val Arg Lys Arg Phe Phe Arg Glu Ala 
470 475 480 

ctg ctg cag ate age ate ccg ttc ctg etc aag aag ctg gee cet ace 1546 
Leu Leu Gin lie Ser lie Pro Phe Leu Leu Lys Lys Leu Ala Pro Thr 
485 490 495 
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tgc aag teg gag ctg ccc egg ite cag gag ctg ate ttc gag gac ttt 1594 
Cys Lys Ser Glu Leu Pro Arg Phe Gin Glu Leu He Phe Glu Asp Phe 
500 505 510 

gee agg ttc ate ctg gtg gaa aac acg tac gag gag gtg gtg ctg cag 1642 
Ala Arg Phe lie Leu Val Glu Asn Thr Tyr Glu Glu Val Val Leu Gin 
515 520 525 530 

acc gtc atg aag gac ate ctg cag get gtg aag gag gcc gcg gtg cag 1690 
Thr Val Met Lys Asp He Leu Gin Ala Val Lys Glu Ala Ala Val Gin 
535 540 545 

agg aag cac aac etc tac egg gac age atg gtc atg cae aac age gac 1738 
Arg Lys His Asn Leu Tyr Arg Asp Ser Mel Val Met His Asn Ser Asp 
550 555 560 

ccc aac ctg cac ctg ctg gee gag gge gee ccc ate gac tgg gge gag 1786 

Pro Asn Leu His Leu Leu Ala Glu Gly Ala Pro He Asp Trp Gly Glu 
565 570 575 

gag tac age aac age gge ggg gge gge age eec age cee age ace eeg 1834 
Glu Tyr Ser Asn Ser Gly Gly Gly Gly Ser Pro Ser Pro Ser Thr Pro 
580 585 590 

gag lea gee acc etc teg gaa aag ega egg cgc gee aag cag gig gtc 1882 
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Glu Ser Ala Thr Leu Ser Glu Lys Arg Arg Arg Ala Lys Gin Val Val 
595 600 605 610 



tct gtg gtc cag gat gag gag gtg ggg ctg ccc ttl gag get age ect 
Ser Val Val Gin Asp Glu Glu Val Gly Leu Pro Phe Glu Ala Ser Pro 
615 620 625 



1930 



gag tea cca cca ect gcg tec ccg gac ggt gtc act gag ate cga ggc 
Glu Ser Pro Pro Pro Ala Ser Pro Asp Gly Val Thr Glu lie Arg Gly 
630 635 640 



1978 



ctg ctg gee caa ggt ctg egg ect gag age ccc cca cca gcc ggc cec 
Leu Leu Ala Gin Gly Leu Arg Pro Glu Ser Pro Pro Pro Ala Gly Pro 

645 650 655 



2026 



ctg etc aac ggg gcc ccc get ggg gag agt ccc cag ect aag gcc gcc 
Leu Leu Asn Gly Ala Pro Ala Gly Glu Ser Pro Gin Pro Lys Ala Ala 
660 665 670 



2074 



ccc gag gcc tec teg ccg ect gcc tea ccc etc eag cat etc ctg eci 
Pro Glu Ala Ser Ser Pro Pro Ala Ser Pro Leu Gin His Leu Leu Pro 
675 680 685 690 



2122 



gga aag get gtg gac ctt ggg cec ccc aag cec age gac cag gag act 
Gly Lys Ala Val Asp Leu Gly Pro Pro Lys Pro Ser Asp Gin Glu Thr 
695 700 705 



2170 
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gga gag cag gtg tec age ecc age age cac ccc gee etc cac ace ace 2218 
Gly Glu Gin Val Ser Ser Pro Ser Ser His Pro Ala Leu His Thr Thr 
710 715 720 

ace gag gac agt gca ggg gtg cag act gag ttc taggccaglg ggtccctgae 2271 
Thr Glu Asp Ser Ala Gly Val Gin Thr Glu Phe 
725 730 

tgclgcacat ggcaeaggec gtteccttcc ggacccaggc aggeicagct eiggggaggg 2331 
caccctggtc tgtgccttgt gggtggaggc ggggcagggc tgtgtggcae cgeeagggag 2391 
egggcccace tgagtcactt tattgggttc agtcaacaet ttettgctcc ctgttttctc 2451 
uctgtggga tgatctcaga tgcaggggct ggtlttgggg ttttectgct tgigccaagg 2511 
gctggacact gctgggggge tggaaagcee etcccttcct gtecttetgt ggcctceaic 2571 
cceteatggg tgetgccatc eiicctggag agagggaggt gaaagctggi gigagcccag 2631 
tgggitcccg ceeacieacc caggagcigg ctgggccagg acegggagag ggageaetgc 2691 
tgccetcctg gecctgetec iiccgcagtt aggggiggac cgagceicgc ttteceeaci 2751 
gttctggagg gaaggggaag gagggggtci teaggctgga gccaggctgg gggtgetggg 2811 
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tggagagatg agattlaggg ggtgcctcat ggggtgggca ggcctggggt gaaalgagaa 2871 
aggcccagaa cgtgcaggtc tgcggagggg aagtgtcctg agtgaaggag gggaccccat 2931 
cclggggaig ctgggagtga gigagtgaga tggctgagtg agggtiatgg ggagcctgag 2991 
gttttatggg cctgtgtatc cccttctccc ggccccagcc tgcciccctc ctgcccgcct 3051 
ggcccacagg tctccctctg gtccctgtcc ctctggtggt tggggatgga gcggcagcaa 3111 
ggggtgtaat ggggctgggt tctgtcttct acaggccacc ccgaggtcct cagtggttgc 3171 
ctggggagcc ggacggggct cctgaggggt acaggllggg tgggccctcc ctgaggglct 3231 
ggggtcaggc tttggcctct gctgccicic agtcaccaag tcacciccct ctgaaaatcc 3291 
agiccctict ttggalgtcc ttgigagtca cictgggcct ggctgtcgtc cciccicagc 3351 
itctigiicc igggacaagg gicaagccag gaigggccca ggcnigggat cccccacccc 3411 
aggaccccac aggccccctc ccctgnigni iigcgggggg cagggcagaa aiggactcci 3471 
ttlgggiccc cgagglgggg icccciccca gccctgcaic ciccgigccc tagacctgct 3531 
ccccagagga ggggccttga cccacaggaa gigtggiggc gcctggcaai cagggacccc 3591 
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cagctgccgc agccciggtt tttggcgcat cttttccctc ttglcccgaa gatttgcgcc 3651 
tttagtgcct tttgaggggt tcccatcatc cctccctgat attgtattga aaatattatg 3711 
cacactgttc atgcttttac taatcaalaa acgctttatt laaaaaaaaa aaaaaaa 3768 

<210> 2 
<211> 733 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Met Gly Trp Met Gly Glu Lys Thr Gly Lys He Leu Thr Glu Phe Leu 
15 10 15 

Gin Phe Tyr Glu Asp Gin Tyr Gly Val Ala Leu Phe Asn Ser Met Arg 

20 25 30 

His Glu lie Glu Gly Thr Gly Leu Pro Gin Ala Gin Leu Leu Trp Arg 
35 40 45 

Lys Val Pro Leu Asp Glu Arg He Val Phe Ser Gly Asn Leu Phe Gin 

50 55 60 
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His Gin Glu Asp Ser Lys Lys Trp Arg Asn Arg Phe Ser Leu Val Pro 
65 70 75 80 

His Asn Tyr Gly Leu Val Leu Tyr Glu Asn Lys Ala Ala Tyr Glu Arg 
85 90 95 

Gin Val Pro Pro Arg Ala Val He Asn Ser Ala Gly Tyr Lys He Leu 
100 105 110 

Thr Ser Val Asp Gin Tyr Leu Glu Leu He Gly Asn Ser Leu Pro Gly 
n5 120 125 

Thr Thr Ala Lys Ser Gly Ser Ala Pro He Leu Lys Cys Pro Thr Gin 
130 135 140 

Phe Pro Leu He Leu Trp His Pro Tyr Ala Arg His Tyr Tyr Phe Cys 
145 150 155 160 

Mel Met Thr Glu Ala Glu Gin Asp Lys Trp Gin Ala Val Leu Gin Asp 
165 170 175 

Cys He Arg His Cys Asn Asn Gly He Pro Glu Asp Ser Lys Val Glu 
180 185 190 



Gly Pro Ala Phe Thr Asp Ala He Arg Mel Tyr Arg Gin Ser Lys Glu 
195 200 205 
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Leu Tyr Gly Thr Trp Glu Met Leu Cys Gly Asn Glu Val Gin He Leu 

210 215 220 

Ser Asn Leu Val Met Glu Glu Leu Gly Pro Glu Leu Lys Ala Glu Leu 
225 230 235 240 

Gly Pro Arg Leu Lys Gly Lys Pro Gin Glu Arg Gin Arg Gin Trp He 
245 250 255 

Gin He Ser Asp Ala Val Tyr His Met Val Tyr Glu Gin Ala Lys Ala 
260 265 270 

Arg Phe Glu Glu Val Leu Ser Lys Val Gin Gin Val Gin Pro Ala Met 
275 280 285 

Gin Ala Val He Arg Thr Asp Met Asp Gin He He Thr Ser Lys Glu 
290 295 300 

Leu Leu Ala Ser Lys He Arg Ala Phe He Leu Pro Lys Ala Glu Val 
305 310 315 320 



Cys Val Arg Asn His Val Gin Pro Tyr He Pro Ser He Leu Glu Ala 
325 330 335 



Leu Mei Val Pro Thr Ser Gin Gly Phe Thr Glu Val Arg Asp Val Phe 
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340 345 350 

Phe Lys Glu Val Thr Asp Met Asn Leu Asn Val He Asn Glu Gly Gly 
355 360 365 

He Asp Lys Leu Gly Glu Tyr Met Glu Lys Leu Ser Arg Leu Ala Tyr 
370 375 380 

His Pro Leu Lys Met Gin Ser Cys Tyr Glu Lys Met Glu Ser Leu Arg 
385 390 395 400 

Leu Asp Gly Leu Gin Gin Arg Phe Asp Val Ser Ser Thr Ser Val Phe 
405 410 415 

Lys Gin Arg Ala Gin He His Met Arg Glu Gin Met Asp Asn Ala Val 
420 425 430 

Tyr Thr Phe Glu Thr Leu Leu His Gin Glu Leu Gly Lys Gly Pro Thr 
435 440 445 

Lys Glu Glu Leu Cys Lys Ser He Gin Arg Val Leu Glu Arg Val Leu 
450 455 460 



Lys Lys Tyr Asp Tyr Asp Ser Ser Ser Val Arg Lys Arg Phe Phe Arg 
465 470 475 480 
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Glu Ala Leu Leu Gin He Ser He Pro Phe Leu Leu Lys Lys Leu Ala 
485 490 495 

Pro Thr Cys Lys Ser Glu Leu Pro Arg Phe Gin Glu Leu He Phe Glu 
500 505 510 

Asp Phe Ala Arg Phe He Leu Val Glu Asn Thr Tyr Glu Glu Val Val 
515 520 525 

Leu Gin Thr Val Met Lys Asp He Leu Gin Ala Val Lys Glu Ala Ala 
530 535 540 

Val Gin Arg Lys His Asn Leu Tyr Arg Asp Ser Met Val Met His Asn 

545 550 555 560 

Ser Asp Pro Asn Leu His Leu Leu Ala Glu Gly Ala Pro He Asp Trp 

565 570 575 

Gly Glu Glu Tyr Ser Asn Ser Gly Gly Gly Gly Ser Pro Ser Pro Ser 

580 585 590 

Thr Pro Glu Ser Ala Thr Leu Ser Glu Lys Arg Arg Arg Ala Lys Gin 
595 600 605 

Val Val Ser Val Val Gin Asp Glu Glu Val Gly Leu Pro Phe Glu Ala 
610 615 620 
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Ser Pro Glu Ser Pro Pro Pro Ala Ser Pro Asp Gly Val Thr Glu He 

625 630 635 640 

Arg Gly Leu Leu Ala Gin Gly Leu Arg Pro Glu Ser Pro Pro Pro Ala 

645 650 655 

Gly Pro Leu Leu Asn Gly Ala Pro Ala Gly Glu Ser Pro Gin Pro Lys 
660 665 670 

Ala Ala Pro Glu Ala Ser Ser Pro Pro Ala Ser Pro Leu Gin His Leu 
675 680 685 

Leu Pro Gly Lys Ala Val Asp Leu Gly Pro Pro Lys Pro Ser Asp Gin 
690 695 700 

Glu Thr Gly Glu Gin Val Ser Ser Pro Ser Ser His Pro Ala Leu His 
705 710 715 720 

Thr Thr Thr Glu Asp Ser Ala Gly Val Gin Thr Glu Phe 
725 730 



<210> 3 
<211> 18 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Art i f icially 
Synthesized Primer Sequence 

<400> 3 

tgtaaaacga cggccagt 

<210> 4 
<211> 21 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence:Art i f icially 
Synthesized Primer Sequence 

<400> 4 

accatgatta cgccaagctt g 

<210> 5 
<211> 30 
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<212> DNA 

<213> Art i f icial Sequence 
<220> 

<223> Description of Artificial Sequence:Art i f icially 
Synthesized Probe Sequence 

<400> 5 

tacctggagc tcattggcaa ctccttacca 

<210> 6 
<211> 22 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence:Art i f icially 
Synthesized Primer Sequence 

<400> 6 

cggaattcat ggggtggatg gg 

<210> 7 
<211> 31 
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<212> DNA 

<2]3> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:Ar t i f icial ly 
Synthesized Primer Sequence 

<400> 7 

gcgaattcta gaactcagtc tgcacccctg c 

<210> 8 
<211> 29 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial SequencerArt i f icial ly 
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<400> 8 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/02831 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI'' C12N15/12, C07K14/435, C12N1/15, C12N1/19, 
C12N1/21, C12N5/10, C12P21/02, C07K16/18, 
G01N33/53, G01N33/50, A01K67/027 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl^ C12N15/12, C07K14/435, C12N1/15, C12N1/19, 
C12N1/21, C12N5/10, C12P21/02, C07K16/18, 
G01N33/53, G01N33/50, A01K67/027 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic database consulted during the international search (name of data base and. where practicable, search terms used) 
SwissProt/PIR/GeneSeq, Genebank/EMBL/DDBJ/GeneSeq 
BIOSYS (DIALOG) , WPI (DIALOG) , JICSTFILE (JOIS) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 
1T2O 



P, X 



P, A 



YOSHINARI YASUDA, et al . , "Functional quantitative 
analysis of the genome in clustered human mesangial 
cells", Kidney International (1998) , Vol.53, No.l, 
pp. 154-158 

Toshio Miyata, et al . , "A Mesangium-predominant Gene, 
Megsin, Isa New Serpin Upregulated in IgA Nephropathy", 
J. Clin. Invest. (1998), Vol.102, No. 4, pp. 828-836 

WO, 99/33981, A2 (INCYTE PHARMATICALS , INC), 
08 July, 1999 (08.07.99), 
SEQ ID NO: 24 (Family: none) 

EP, 780472, A2 (Hsp Research Institute, Inc.), 

25 June, 1997 (25.06.97), 

pp. 13-15 SEQ ID N0:2 2945-2959bp 

& JP, 10-84971, A 

pp. 11-13, arrangement No.:2 2945-2959bp 
Sc AU, 7423796, A & CN, 1158896, A 

Norio Terada et al . , "Zou Chikkan no Bunshi Igaku, Kanzou 
Byou to Signal Dentatsu", Gengai Iryo, 



1-20 



6,11 



6,11 



1-20 



1^ Further documents are listed in the continuation of Box C. □ See patent family annex. 



Special categories of cited documents: 

document defming the general state of the art which is not 

considered to be of particular relevance 

earlier document but published on or after the international filing 
date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underiying the invention 
"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 
"r* document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
02 August, 2000 (02.08.00) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Date of mailing of the international search report 

15 August, 2000 (15.08.00) 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOO/02831 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



March 2000, Vol.32, No. 3, pp. 745-750 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



mnmm^^ pct/j poo/02 s 3 i 



Int Cl' C 1 2N 1 5/1 2, CO 7K1 4/4 3 5, C 1 2N 1/1 5. C 1 2N 1/1 9, 
C12N1/21, C12N5/10, C12P21/02, C07K16/18, 
G01N3 3/5 3, G01N33/50, A01K6 7/0 2 7 



B. m^^ffofc^w 



m^^n-oitm^mmn mmit^n^^m (ipc) ) 

Int Cl' c 1 2N1 5/1 2, CO 7K1 4/4 3 5, C 1 2N1/1 5, C 1 2N1/1 9, 
C12N1/21, C12N5/10, C12P21/02, C07K16/18, 
G01N3 3/5 3, G01N3 3/5 0, A01K6 7/0 2 7 



Swi s sPr oT?P IR/GeneSe q. G e n e b a n k/EMB L/DD B J /G e n e S e q 
B lOSYS (D I ALOG) , WP I (D I ALOG) , J I CST^r^^V (J O I S) 



YOSHINARI YASUDA, et al. , ''Functional quantitative analysis of 
the genome in clustered human mesangial cells", 
Kidney International (1998) , Vol.53, No. 1, p. 154-158 

Toshio Miyata, et al. , "A Mesangium-predominant Gene, Megsin, Is 
a New Serpin Upregulated in IgA Nephropathy", J. Clin. Invest. 
(1998), Vol.102, No. 4, p. 828-836 



1-20 



1-20 



TLj 9k%mMmz.mk^w&rr^xmx\-t^<oxn(r>mr 
xm m.^^¥[-t) 



TYj m\z.mMo)*>^xnrQi>ox. ^mxmtm.<r>i&. 

J; o T it^14;5S /j; V ^ t # X S t <D 



S^'^**^^'^^^-^ 0 2. 0 8. GO 


ffl[^fl*^^<D5ljt0 ^ 5 08.00 






e;*:H#fF;T (I SA/J P) 
100-8915 


ffilS#-§- 03-3581-1101 


4B 


2 9 3 6 


3 4 4 8 



imSLPCT/I SA/2 1 0 (^2'<-v?) (1 9 98^7^) 



H^fflfillS-i- PCT/ J P 0 0/0 2 8 3 1 



p. X I wo, 99/33981, A2 (INCYTE PHARMATICALS, INC) . 6. 1 1 

8.7>^.1999(08.07.99).SEQ ID N0:24 i:7r ^V—tiV) 

BP, 780472, A2 (Hsp Research Institute, Inc. ) 6,11 
25 6^.1997(25.06.97), p. 13-15 SEQ ID NO: 2 2945-2959bp 
I &JP, 10-84971. A, p. 11-13 2945-2959bp &AU. 7423796, A 

& CN, 1158896, A 

PA ^M, ^mmti^v-T/i^Bm] , 1-20 

mrm.m, 2ooo¥3>^ , m22m, ^3-^ , p. 745-750 



«S;PCT/I SA/'2 1 0 im2-<-i^<Dm^) (1 9 9 8^7^) 



